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NOTJCES \T$7H 

f date nnd. thus, to allov moro timo within NUCLEAR MEDICINE SUBCOMMITTEE OF Utnl Uie dal« ol November .39. mt, |i(c 

1-1 which MMU-Xuvft could idl It* drugs.. . THE MCMCAL RAOtATIOH ADVISORY vIowlyftflMksthcdiUebyvMchltbe:- 

■ .' For thesg Kuom the Commissioner committee ing suplemento nhoutd be eubrnKtod and 

!>' imut conclude that there to no loneer a Meeling »>>• <»>te after vhkh (he revised labetUm 

^ basi* in law or equity Xor oonttnued c«r- ^ , ^, .,,... attoutd be nut into t»e. tg iion- chonRcd to 

tmcftllon ol thaw wodwte and hereby . ^*^ 1!^^. «nnowncw Uio foiiJiconi- December JK 1978. Any nttoutn product 

V iS^Su^.lhSmUn«.H<S«ei-vlcesMi ^"^"'W?''?""'^"''*^";,???^^^ covered by tl.c« three followup notice* 

f urmliwled hnmedtately. and the Sep. if^?L!^J^t"'l°™«j"i?'S?^^^^^^ nnd riilppcd In intcnWte com.iiei'ce b>- a 

I. tember U. 1»7» F»«»*t Riowwet nolkre » also set* out a eummary ol Hio procc- manutaclurcr. rcpacker, reUbeler, or 

h taMWdtaB&reroked. dnres governing Uie committee mcetln* dbiirlbutor afUr Dceember a«, IW«. with 

k «Jr7i9 M «»lt uiL^it f» WAo aoobt «"' *e methods by which Interested inbelhig not conforming to this Ubeling 

I i^ut^^r^^MXnSi^^^- ».e«ons may participate to the o,x>n pub- wlUlieiegattledasmtebrandedandeub- 

s ».I) (lr.oo<iuic»iloii pMl>. ilo hearing conducted by the eohunltteo. ^«^'» «?!j!S't"'*''M2S:.,r ™b^ ,u.,j 

" "• X^te notice is Issued under section lO'a. ^^^^ b^'.Jd'upo.t'ft. ScpJSI^'m 

<I. and «a. ottheFederalAdvlaoryCom- io76 SSui^lX .noV^^ti^ tha^ 
_._. — . .. tu H Is dflileted or untU Aprii 



(nt Doc.7fl-4tMS Filed IO-l»-7C;t: 



i*»(4in(««ea)).» - 
Dated: October 31, MTS. 

A. M. aCHMIOT, ... , , 

Commusfoner o/ Food and Drvti. . advisory committee meetlntt Is an- t»°uii preducU named tn DS8I suaj 

other then estrofteiu arc not subject to: 
this amending notice. 
Tills notice Is issued under the Federat 

- Food. Drbg. and Cosmetic Act isces. SOS. 

M «.u.l- HI w_i-. M« It i ..n I'*,-* iii.Hiiaii4u'iu-:.rii.<ti>iH i«ii...i'<i.rar.m.«iiir> SOB. 53 SUfc 1050-1053. a« amended (21' 

& ' smSK? 5 Si &5kS^ "fiiui' iw" ■•|7"& "i::;K!li;rif,Sf^"Sm*MwIV°IZi7iT'IC U.8j:.3S3.«8i» and under Uieauthor- 
I HSraii7<i"fciyoK- wSSiei-ci*^,"."!: jnrx-WMjWw tWni !..,«,. it«rk,iik..M.i.-<^-,i jty delewi^d to th^Dlrector ot the Bu- 

V ""*" '" "^"" 



-> AdvIsM on th« lormulatlon of policy and in tlie Fcpessi. ReoxsTse of Beptomber 
f; dei-ctoument of » coordlniOod program IDIB Ml FR «3IU. 4JU0. and «1 
i Mated to the application of lonbtlng m- koa nnnounced its conclusions that 



ofDrUfH (31 era 1.63) (reeodUlca- 
on published In the Feocisl RieisrtR 
t June IS. 197< (41 FR 343031). 
Oiited: Oclobpr 33. 1970. 

dtatlM in the Ue'aTuiVirte. JuOJ"* wtrogen "'"PaT'vMo™ »« effw- Dlrccl^!'BurcoTof'orttgt. 

Aoenda—Onen aublle hcorlRo Anv In- "'e for tlie indlcntloite stated and lack ..... . 

te?^ ?^i^S™cnt dati, uffM .substantial evidence of cnecUvencss for IFR ooe.7S-8lBlBril«i iO-3«.T«:»i4» wnj 

mlllOT wX^SJXwlnwKon all oUter labeled IndlcnHons. and odcred 

teuMMUdtagbcforeUie commit "» opporlunll}-lora hearing on the re- ,Do,.t,i i;,,, 7<mJi38i- DEai No«. w. tm. • 

^r^^,!^.^.,^..i^ral7^i«,, <-la«"l«'t Inrtlcfttlons. PtthHsdved simul- '^ MM.awi ibo 1 

Open COwmKtee dISCBMlOII. Report on i„,,«„u,|.. -jtit th» ahovn nolims tr«« n ««, iwn muii 

.«-rtt«ta=j,r SHIS&SS '"Bi'^ss'^^^xw^': 

a'j;J'SSS,.S^S'„*^XnSe' «"'^^^^^^^ ERAt USE, amendment • ^ 

S.^«lV5.r?S^uSt„S).".^niSmr "«"' ««*""B ^'"^ PKv.^lclnn labeling Drugs for Human Use; Ocug Efiieacy Study ■ 
'''^dS.:2.1.«1SbKtn^^«ns tcjl and proposed patient labeling for Implement, lion 



Agenda items are sublect to change o: 



*''!S2'iu„».,„,...^.„,..,™..„„..-..»™. Tin' Rwt and Drort AtUninlstretiott : 



prtorlUes dicUte. Ti^iVu™. .,«• !..,«,.«, ..i™.., „....»«, '""' J*«l and Dmrt AdmlnUlrotlott 

prwiuBsuicHw. Tlie three notices on wtroBenprepam- ipnAt i. ftniomHnn U»» noUco Uiht was 

' Ttie Commissioner approves llic tlotw winouncccl as a nwrkcUng condl- I,!S^hii T" tSi V««13? R^niJSr. St 

• schedulbig of meetings at tocations out- ik,„. that a supplement to Niproved new l'"^'!i'}C '11 %7B^5r^^^ w? Jt 

tide of the Waahlngton. D (3. area, oijlhe anin appllcaUom mwt be submitted to S*f5'Xrt«,lctan labellS and Mftait 

basis of the orlleiln .of 1 3407 of PDA provide for revised pliysicfcin labcUng &[S?^J?'J!£Xl?!^1£S"iSif.^^^^^ 

proposed odmlnlstraUve pr««|ure regu- m accord wlUi the Indicitloiis stated fo^ S^'L'SL^f ,tL *t^»i i.tS'iJS^^ 

UUons relatbig to public advisory com- ca«l» iH>lice;end tiiat Uie physician label- l?L!?\Jri*i^JVSi,i-friirS, J?f, 



it iH>lice;end liiat tlie tii).vsician label- 
iiiK must be substanlially tlte nune in 
content as that set fortli In tljc notice 
Dated: October 83. ID76, enliUed -Pli.vslclan Lnhelbig and PaUent 



viewed by the FOA Obstetrics and Gyoe.- 
cology Adrisory Committee at Its regtt- 
larU' sclieduied meeting on September 30. 
1976. Based upon recommendaUotw 






ipaBtur.HtLe, (41 FR 43117). Tlieyturtlier announced l|r!r. iiwlS I^ ^ ,1^ »i^^^ 

;7— -;;™" ??jS.- -«*f^"<'''' «"" «-"^«" ^ •Kl.b'iWii'jr r^eo'S^m'^f!:? 



.v.~. »». »....n i.M..»ii»»..»--ii >w...ii.irii <»-uii II V changcil lo DcccmbeT 3». 1976. 

I FDa'i faTmcndhig'u'iree'Dnis'Emr^^^^^^ iiorirM'' V'flfliUmbcr 38^ ' 1 070 '"jOKSts ^"^ ***' '**"'* ainytdy rbvixed llidr 

BUidy Implementation lUESD fuiitwun ISIJ. xra, mid 7(I0U arc nmi-wind n.i tnbcllng based upon llie Setitember M. 

notices to require that the pliyshlnn iik-j iiertain to lubciimt to advbie iti 107(1. notice >vill be allowed to iise Uiat 

labcliiiB for the drug products n.imcd Tliat ihe pliysklnn IttbcihiR vlimild l>c labcHng until It is' depleted or ^w>tU 

. therein conform to revised labenmi pub- SMbstniitlHllj- Oie sonic In conlent as Uw f^mn jj. 1077, whlcherer ooeurs nnit. 

IfcUted elsewhere in this Issue ol the Fro- I.\'?3£L^.i4{!^l''Sf?l{?,'!'V" " ArcordUicLv: items V nnd Vt of the . 

rest Reetsna. In Uiwc sonarnte notices ^.tlilinff for's'lto fllrocH^^^^^^ Scplemi.cr 89. 107« nolico settmB forth 

IDBBl 1S4J (DocicetHo.7flH-0356),DESl Ameudroenf publlrficfl elsewhere In Ihli Ph.vslclan Inliclln? and patlcnv labellnB 

8331 (Docket No. 7ltf-038t), and DE8I Issue ot the PtsiaAi. RcnisTER and (3t a re amended to read ns follows: 



FtOHAl RECISItlt. VOL 41. NO. Jlo— rSIDAY. OCtOSH 79, I 



S^a 
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BoxnA. Wmninif 
\. KSTROCtENS. HAVB BI.RM fin- 

ponnaD to inchbase the nnsK oi ■ 

£raX>MBTRrAL CARCINOMA. 

Ttirw luOciiGndcnl cake «onli ol Kludics 
httve irtiown au incrcoxcu rl-''-ic or cnda- 
'■"'■"■ H' in portnicuoppuKit women 



lottgcil period*.'-* This risk wns iiid«priid- 
.cnt of tlie other knon-n ri^l: facUirs 
for endometrta] cdncer. lliCjSc cludles arc 
further luiiportcd by tho nndlnc Hint in- 
cidcncs rale* of endometrial cnucei- have 
incrcawd shmrplj: nlnce IMO tii diilit dtf- 
ferent areiw of Uie United Stntes vUh 
populBtlan-bnied cancer rq>or(lnK sj'S- 
lenw, .an liiereiiM n-hlch ja»y be rclnted 
to.tho rapidly expanding use of esd'oseiis 
durlnt the last decade.' 

■The three citse control sludles reported 
that tlw rMc of endometrial cnnner tn 
estrosen vwem wan atxnit 1.5 to 13.S times 
grcflter Uian In nonuum. The rt«k oD- 
|)oar« to dfp/md on boUi duration o( 
treatment' and- on estrogen dose.' In 
vlev of Uiexe flndinsn, when CHlroecns 
are med for the treatment- of mciio- 
paumt •ymntomit. the lowc«t dose that 
nrlil control aymplonis ithould bo uUilzc<t 
and medication eltoutd fee diisconthiuiyl 
aq. aoon as |io«$ibIc. When 'proiouRcd 
treatment it medlcalijr Indicated, Uie pa- 
tient thould be reassessed on at least a 
tetnlannuol basts to determine the need 
for eonlhiued therapy. AIUtouRh the evi- 
dence must tao considered preliminary, 
one study sunexU that cyclic adminis- 
> tr»Uon of low dose* of estroecn may 
. earty less risk than continuous admin- 
btzation;' it therefore appears pi-udcnt 
to nllltee such a tcnimen. 

Close clinical surveillance of nil women 
tafcinc estrosens b important, in ail 
' eases of tmdiaenosed portistent or re- 
eurrlns alNionnal vaelna! bleeding, ade- 
quate diagnostic measures sliould be uh- 



NOTICE$ 

llwnnli lliof c.-incci arc lilsiolo.'^ltally 
boniun, It t' not ktjown whcHinr tlicy nro 
prrrunor« nf iiinlinnnnry. AlUinnprj 
pinillnr ilnlno'-.' not. nvallablc wilh ihp 
imc of nllirr r<-l mrcn.'', it rniinot l.«> l>ic- 
tvanrH lhr.v wmiKI not Indiirc MnUltir 

SevcrnI i-cporl*: MipRfi-.t mi nwot-lB- 
llon brtn-crn inlrAiilcrinc cs'iiflsiirc (o 
Xniinle tfx' Iwnnonr.'; aiid roiicMiIlol. 
nnmiinliei'. inclndtng conBciitlni hcfiit 
defects and limb rcducUot cJcIccI j."' 
One ctiKc canirol ,^ludy " cnUmnt'Cd n 4.1 
fuld iiKrcaixd rLik of limb rcducllnn dc- 
frcln in infants cspwcd i« ulcro to sex 
hormancn roral conltncriillvrs, hormone 
wUhdrawnl teste lor prwnnncy; or' n!t- 
trninted Ircntmcnt for lUrcalened nbor- 
tlonl. Some of tliesc cspw'urwi were very 
nhort and Involved only a lew days of 
treatment. The dalft suRccst Uinl the 
risk of limb reduction dofrcts in expoitcd 
fetuses is somewhat less tlinti 1 per 1000. 

In the past, female sex liornioncs have 
been used durbig pregnancy In an at- 
tempt to treat Uireatened or habitual 
abortion, There is considerable evidence 
that estrogeiM arc liKSirccUre for tlicse 
Indications, and there Is no evidence 
from well controlled studies that pro- 
Ecstnecns ore effective for these U5c.'. 

If (iienir o/ tfrnp) Is URcd during preg- 
Tinnry. or ll the patient becomes pirg- 
nnut while lakinn this drug, she should 
be a|)prised of tlic polenllnl risks to the 
fetus, and the fldvinabllil}' of pregnancy 
continuation. (For products containing 
dicthyUtilbestcrol but not labeled for 
postcoital contraception, labeling roust 
incliKle before the description section 
the following statement in block capital 
letters: THIS DltUO PRODVCT 
SHOULD NOT BE USED AS A POST- 
COITAL CONTRACEPnVB.") 



Iia-Ulitr. n|iprfiprln.l« hidii'titl<H» fniin 
those'stnicrtbctowj 

<N«!iie ol Dmo'i I." ludlcalcd In Ihc 
liofllineiit ali . 

KMiyli'-mlotoscvcrr poinworor.-.tmpr 
tmn.< ni-tociated with tho roc»oi>aU(e. 
fTlinrc i'. no rvhlcniie iUat estrogens arc. ■ 
rllcrllvc lor vMSrvoos £yro)>loms or. de- 
prcwIrHi • whirh nilfdit occur during ' 
iiienoi»iisc. and they should not be wed 
to I rent llicie eciuUtioiis.) - 

2. Alroplilc vagbUUs, 

3-. Krnuro^ta vidvae. 

4. Female h}-pocK>t>ndism. 

6. rcmnle ca<4fation. 

• ft Prlioa ry mvrian f aiiur^e. 

7. Brcp.it canter ifor pnllialion only' 

' ill flpproprkitety 'selected women- and 
men u-lth-mclAstatle disease. 

8. FrofitAlle carcinoma— 
Ihrrnpy of advanced <tlsease. ' 

0. Postpartum breast engorgenieiit — 
Altliough estrogens hare been widely 
used for tlie prevention of postpartum 
breast engorgement, canlrailed ttudlts 
have demonstrated that the IncHdenee of 
sIcuiQcant palnfid engorgement in 
■patients not receiving suidi hormonal 
therapy b low and usually responsive to < 
appropriate analgesic or other suppol-ttve 
therapy, consequently, the benefit to be 
derived from estrogen Userapy Tor thte 
tndicatlmt mwt be carefully weighed 
against' the potential Inclxased risk of 
puerperal thromboembolism ossoolaled 
wiUi Uie use .of large doses of estro- 
Kcna." ■'» . ■ 

(NAME OP OBUO) HAS NOT BEEN. 
SHOWN TO BE EP P E f ni VE FOR ANY 
PURPOSE DORINO PREaVANCTAND 
ITS USE MAY CAUSE SEVERE HARM 
TO THE rETDS <8EB BOXED WARH- 
1N01. . . 



There Is no evidence at present that 
"nalnral" estrogens are more or less 
haaantous than "synthetic" eslroseat at 



3. E8TR0OENS SHOULD KOT DB 

USED DURINQ PREOtMNCY 
Tlie use of female sex hormoncr. bolli 
cstrocens and progestagens, dnrina rnrly 
prcgnoncy may serlowly damngQ tlic o<T- 
spring. It IMS been rhown Dial fcmnlc; 
exposed in uteto (o dioUiylstillicilio], n 
ttan-atcroldai mlronen. have nn iii- 
creased risk of dovdopiim tn Inler Ufa n 
form of vaginal or cervical ciiirer tliat 
b ordinarily extremely rare."' Thin rlM: 
ill* boon estimated as not grc-iter Umn 
4 (per 1000, exposures.' FurUicrmore, a 
High iiereeulaflc ofsnch exposed- women 
. (from 30 to BO percent) hnrit been fomul 
to have vaginal adtaiosb,'" epithelial 
cliangcs of the vagbm and reiviv. AI- 



iTo be supplied by the niaiuifaclui'er> 
itKiCTlitiian thouti iuctnde the /n(- 
lOiclKp tn/ariniitiou.) 

1. Tlie proprietary name and the es- 
tablished name, if an.v. of the drug 
product: 

2. The type of dosage foim and tlie 
route of.ji(<nilnlstratlon to which the 
labeling apiilics: 

3. Ttte same oiialltative and/or 
quanliiativc ingrcdk'nl Infonnntlon as 
re<pilred lor labcU: • 

4. If the produrt is slertle. a statement 
of Uiat fact: . 

5. The pliarmar oloclrai or Iherapciitic 
nlnrs of the dnig product; 

n. Tlie rliemlral iinnic and structural 
formula. When nppmi>i-ialc, other hn- 
liortanl clicmlrat nr pli.vslrai Informn- 
lion. sucli nx pli.v«lral ron:ilanl.i, pH. dr.. 
Fhtnild al.<a be hirliided. 

(i.iHiVAi. riiAHHAr'«.r)#!,v 

•To be .<-wriplled by the manutncliirrr> 

(Dc|)cnilii-.g on Ihe Kitceinc rtnic oml 
d(i.%ngc form <see DESI notices Nos. 154.1, 
2330, and 7001 iHiblMied elsewhere in 
thin Iffiuc of Uio Frw.aAi Recmtcr for 
^|)eci(1c lndlealJon.li Die labeling may 



Estrogais sliould pot bt nsed in women 
«or men) with any of the following con- 
ditions: 

1. Known or suspected cancer of the 
breast except hi bppnvriately selected 
patients behig treated for metasUtIc 

3. Known or fospected estrogcn-de- 
iieiidcnt neoplasia. 

3. Known w suspected pregnancy <8ee 
Bjsxeawainbig). 



5. Active thrombophlebitis or throm- 
boembolic dtsbrders. 
.S. A past hbtory of Ihrom.boidilebilfa, 



associated with prcrious estrogen vts 
(csecpt wlien used In freatmcutof breast 
or iirwiatlr ni ' " 



I. fnducfion 0/ »„ _ ,. 

I^nn term eonllmious aibninUtraMoh of 
nalUHil and syncthotio estrogens bi cer- 
laln animal atiecics increases the fre- 
auency of earchiomas or thebixast. cer- 
vl!c. vagina, and liver, lliere fa no* evl- 
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U 11 need for ctttUon in protcilUIni; 
cxtroKcn* for women wUh a tlroiip rnnilly 
histoi?- or breast t»MW or wiio haV« 
.btTiu>t it9dul«s< .flIwocydUc dlseiiRC. or 
abiKimuil mammognuus. 

2- Can bladder dUtant. A recent xtudy 
IMK rcnorled a 3 to 3-foh! increnKc in tin: 
rkk o( MirBlcallr confliincd salt bliid<lcr 
dIscaKc In women receiving pontnieno- 
imtL^ni ettrosonB,'* ibnllnr to Uir 3-fold 
inciva.ie previously noted iu tucr;: ot 
oi?ii contrBceptlto*,"" In Uicc««« of oral 
contmceptina tlic Increased rl.tlc nii- 
peared alter turoyear* of lue." 

3. Effieetg amUw /p (Aoic cavsed bli r<- 
troofn-proBtMtagtn oral contnfpUvct. 
Tiiere art Several serious adverse elfrat* 
of oral contmceptlvci!,' most of n'iilrh 
hare not, up to no*, been doctimciiled 
OS ronMquniees of. pwitmenopatwal es- 
trogen Ihcrnpr. nils »iny reHcot lite 
romfiaraUvdr low doses of estroceii u-trd 
«. It would be 



r pcttimrtum breast enBorgcmpht are 
more lltrdy to KsiUt in Uicse adwrve ef- 
fects, nd. in fact, it hail been shoivn tlinl 
there Is- an Increoscd risic ot tiiro'lnlioitls 
In incii receivinR ettrosena for prostatic 
rancor and women for postpartiim breast 
enoorBCiiienl.'^*' 

a. r/irombocmboiie diseiue. It is kion' 
trcli ratabHstied tliat users of oral eon- 
traneptive* .littve an increased risk or 
vnrloin tliroinboembplir and llu-umbollr 
vascular diseases, such as ttirombophio- 
bltls. imlmonanr embollsin, stroke, and 
ni)-ocardlat Infarctten."- ^ Ca.<icx nf roll- 
nivi -thrombosis, mesenteric' (Itrombo-iiii, 
and optic tieurtlbi liavcbcen reported In 
oral contraceptive tucra. There is evi- 
dence that tlie risIc of several of these ad- 
verse rcaetlou is related to .the doiie o( 
U» drug.'" An increased rii* of i»«t- 
surgery throiAboembolte complications 
has also been rowrted in users ot oral 
, contraceptives."'*' Iffeaslble. cslrofien 
shotddbe diteontinued at least 4 «'«<)</< 
before surery of tbe type associated wIMi 
an increased risie of thronAoeinbollsin. 
or during periods of prolonged imtnnbilir 

While an increased rale or llirnin- 



t-ilrojrcii Uic. Tliiy Khould be ii«c«l wlHi 
riiiitioiiln|iatlcnUH'il4tccrcbnit vascular 
or coronary arlcry dtscaM: niul only tor 
lUnae in n-hoiii c.<'l I'ogciut are ricarty 
ncrdcd. 

Urge dases or C'.trntcn (S mg coii- 
jiigatcd extrogrr» per dayi. roniparable 
to lh(»e ti.<>cd to trcot cancer ot the 
l>ri><itate and breast, have been ahown in 
n lame prospective cllnleei trial in men ' 
to tncrcafic Uir risk of nonratal myo- 
rnrdiai infai-ctlon, pulmonary embolism 
and llii-owboi'hiebltls. When estrogen 
doses et this size arc used, any of (he 
liirombocnibolic and thrnmbolic adverse 
plXect.'! n.vocinted with oral conlraccp- 
Hvp \v-v Hliould bo roiuldcrcd a clear risk. . 

b. Hepatic adenoma. Benign hepatic 
adenomas nptx-ar to be associated with 
the use of oral contracjipUves."-*' Al- 
though benign, and rnro. Ihnsc may rup- 
ture Riid may oaui^e dcntli through intra- 
abdominal hcinnrrhncp. Such lesions 
have nut yet been reported In association 
uith other estrogen or progcstAgen preiV- 
nrauons but should be cMwIdered in 



and lenderne.i.'c. ,. 

hypovolemic shock. Hepatocellular i 
cinoma has also been reported in women 
taking e.<tragen-cflnlainlng oral contra- 
rrptlve*." The relationship or IhCs malig- 
nancy to tiic^c drugs Is not knoMii at'this 
time. . 

c. Ekmtrd Woorf infstHrr. Incrcnrcd 
blood pressure Is not uncommon In wom- 
en using oral contrRrci>tlvcs. There Is 
linn- n rei<ort tlint thl.<i may occur with use 
o( estrognis In ttie menopause" and 
blood pi-eMure should be inoilitore<t with 
estrogen Ufe. esrierlalty If high doses are 

U5Crt. 

d. crucoji) iolcranrc. A worsening of 
iitura''e tolemncc has l>cen obscn-ed in a 
.•imilflc.-int iicrccuiage of pntlonts on 
cstrnseu-conlalning oral contracci>ttvcs. 
For Ihlt rea.ion. diabcUc imUrnts should 
i>c - cainf iilly ob-ien'od while- rc'ceivtng 

i. tlypritalffmla. Aduilnlstrallon o( 
wtiogeiis may l&d to severe hypcrcal- 
rcinlu in lialienls wlUi breast cnnrer and 
bone meUistoses. If this occurs, the drug 
f^iould be .1 toiipcd and appropriate meas- 
»ie.< taken to reduce tlJe so urn calcium' 
level. 



poslmeiwpausat usen of cslroflcns ha.n 
. not been found,"-" lids dues not ruli« out 
the pomibility thataarh an hwrca."* m».« 
be prcKMil or thiit aubgrmun nf womiMi 
vilio hiive underlying l-)sk farliMi: (ir nlio 
■ are reccivhig- relatively lareC dn.'ip.i ol 
eslroqeiis nmy iiave Increased rl-<k. 
Tlicrcfoi-r cKtrogeiA should not bn u.-.cd 
in iH-rsoiw wlUi aelh-e Uimiuboiihlfiilili 

shniilil lint bt ii.'smI rnKcepl in treatment 
ol tnalipiiaitcy) iu |»rsoiwi wiUi n hi.>.lni,< 
of trtdi diso'nieni in " 



;S. Ceneral Precautions. 

1. A complete medical and family 
lii«.oi->- should be taken prior to the 
initiation of any cstroern therapy. Tlic 
prctrcatment and periodic physical ox- 
pinitiations should Include special refer-, 
mce tti iilood pressure, breasts, abtkunen. 
and pdvic ortinns. and siiould include a 
P.i!--inlpnlail Kinrar. A.i n Kcuci-nl rule, 
(..-U-'ifMi <:|Mmt«l not lie puscrllied fiit 
l'>ii!('>r than one .venr wHiiotit anotiicr 
pliyiilral e,s»nithiitiai> lieini; iwrfonneii. 

L'. Flui'l rclfnlluii—llPrnuM! e.<4i'Oi:ens 
iii:iy csice .ruie (tcHrre ol liuid rrlrnllon. 
• ■iiuliiiiiii.. vlili'li uili'.lil lie Inllurncfd 
by ihj.t Iflvtur Mirh Us <<tillctiny. mliirahip. 
j.ii-l i:iiri|lnr m rt'iiol ilyiilthirlltin. require 

n. Cerlnin liaticiils may develop imdr- 
sirablo manirc.«intlons nf excessive estro- 



. '4. Oral coulvAcepliics appear to be 
oiwK-iatcd with an .increased htrJdcnre 
of mental depression." Allhougli it is not 
clear whctlier this is due to the estro- 
genic or progestagrnie eoihponent of Uie 
cantracci)ttve.'|iallonts with a history of 
rtcpres.iion should be earefully observed. 

5. Freextetlng uterine lelomyomata 
may increase bi size during estrogen use. 

6. The PifthoiOfclsl siiouId be advised 
of estrooren therapy wlieii relsvant si>ecl- 
niens arc submitted. 

7. Patields vHh a past history of 
Jaundice durinir pregnancy liave an In- 
creased risk ot recurrence of jaundice 
while receiving cslroecn-conlainiiig oral 
cDutracciitlvc therot)y. It Jaundice dc- 
vcloin In any liatient receiving estrogen. 
the niedkalfon should be ' discontinued 
while (he cause is bivestlgaled. 

8. Estrogens may be poorly metabo- 
lized ill patients with inipaltcd llvor 
function atid they should be adminis- 
tered with caiillon m such patients. 

9. Because estrogens intluenre Uie 
nieUiboll.<;in of calcium and pltosphorus.' 
they sliould be used wltli cautkut In 
IKiUenis with - metabolic lione di..iea.ics 
tluit arc associated wiUi' hyperrnieemia 
or in patients with renal insufliciency. 

10. Because of tlie elfects of estrogens 
on epl(ih.v.<!eal closure, they should bo 
u.scd iudkrlously In young patients hi 
whom bone growth is not comidete. 

•J I. Certain endocrine an'd liver fuiK- 
tion (csts inay be affected by estrogen- 
containing oral contraceptives. Tlie fol-' 
loAlng similar changes may be expected 
with larger doses of estrogen: 

a. Increased sulfobromoiihthaleln re- 
tention. 

b. Inrrrafpd iirothrombln.and factni-s 
vn, viir. IX. and X. deciwwcd anll- 
tlirombln 3: lhcrea!:cd noreiilnephriuc- 
Indur'ed platelet ngc!re!;nbliitv. 

e. inrreased lluroid liiiuUng globulin 
'TBai leadtnii to Increased circulallnR 
total tlvvrold. hormone, as measured by 
Pni. T4 by rolunm. or T4 by radiotmmu- 
noajttay. Free T3 resin uiitoke Is de- 
ci-cftscd. i-eflecting tlie elevated TBO: 
free T4 concentration Is unaltertd. 

d. impaired ghtcoie tolerance. 

e. IXcreased prcRUnncdlol excretion. 

f. Reduced response to metyrapone 
test. 

g. Reduced .<enun folate 
lion. 

h, incrcaicd. scrum trigbxerlde aiKl 
phos)tholipid concentration. 

B. (Iiteert llic followliiB when iMllciit 
Iflbelinti.is required or u.<ie<> in advance of ' 
a rrfiulremeni.'i Informal Ion' for. tlie 
I'Bllenl. See lest ol Pallenl Packaiie In- 
sert whlili is iilliirhed Iwiow. 

r. Prottnaiiry Category X iPiegnancy 
ralr*:nry dcsi^natlna'i and labeling state- 
ment arc set forth .in 40 FR ttaiiS- 
i.Mfl»« . Sre ConfraliMlk-allons and Boxed . 
Wantli-R. 

U. Niii-Kina Mollicrs. As a general pilti- 
riiile. llic'adnitiilstrnUon of any drug to 
nursinn mothera sliotild be done only . 
when clearly niiccssars' ninee many drugs 
are r.scrcted in human mtllc. 



A seotsitt. vol. 41, NO. 2ie— fMDAY, ocroan if, in*. 
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1^ iSco Wftntliics rccnrclinff IndiicUnn ol 
.% icopIesiA. Bdverse effects on Uio (otus. 

* a or snll Waaucr rtte- • 

_. . ilTccts xtmlln' to Uiffiie 
of oral oontracepUvcK, Including (hrom- 
boembalisni.l Ttie foJIowinir additional 
•dvetM KBcUann liavo liccii reported 
wiUi cstragMiie thorapy, IndixUng oral 
eontrocspUvm: 
1. OeiatouriMry tntXtm. 
BreokHirough blcedliig, «pol(liii;. 
eiuinatininamitruttl now. 



' Inereiue In lize of uleriite fllironijro- 

VMinat cnndldiMh. 
Chansa In cervical cversion and In 
ileftrae of cervical acerelion. 
CratiUc-IDce imdrome; 



Tendemou, Hiloreement, 
3, aottroiiiieiffiiaL 



Tha wUiU (losnse range h Uo (ic* fxp- 
rlfrd hv maiw/oclurcr}. 

2. Gitcn rrclfcallv: 
rcnialo ItypoBonndl'iii. 
Tcmalc cashralion. 
Primary ovarian lallitre, 
■ Dos.aac to be Inserted. » 

3. Gicrit for n Jew tlni/.i: 
rrcvcntlun of pomtparliini br('it.si ca- 

Bormment. 

'Uw.ice to be liv:crlrd.> ■ ■ ■ 

*. Given chronlcaUa: 
.'Inalterable proBreminR iironliille can- 
cer. (IXMtaffc (0 be liMcHed). 

Inoperable proercislne breast rancer 
in appropriately (.elected men and.posl- 
mcnnpausal women. iSco Indirti(iona) 
<U(Ka8c to be inserted.) 

Treated patients with an intnri uterus 
iJiould be utonitbrcd c)arely for »tcna of 
endometrial cancer and nppmiirlale 
diacnoKltc mcMurcs tliould be taltcu to 
rtilo out malignancy in tho event of per- 
cislent or recurring abnormal vaslnal 
bleeding. 

VI. FtTJCNI 'LABrl.lKC 



' avdcatatic JIatindlce. 



a irlilch m 

(Litarhen drug is dhconUnued. 
Erythama multiforme. 



Hemorrhagle « 
I««sofM«lph< 



1. UliecItaHMus. 

IncrcttM or decrease in .weight. 

Kadticed carbohydrate tolerance. 

Agf ravAUon of porphyria. 

Edema; 

Change* in libido. 



Numerous reports of ingesUon ot large 



.tlwt carious iU effceU d« not occur. Over^ 
«o«ag« «t estmcen may c»u^ nausea, 
Mid withdraval Uoeding may occ«ir in 
femalex. 

*0S«GB 4HD APMIHIEiailXION 

1. OircK eyeUeailjr /or ili»t term vi>e 

For treatment of moderate to 

" aw, atrophic vai 

e,asKoelnlcd wllli Uic 



5. Toiiievenl piUuful su-elUng of' the 
brca-ttfi after pregnancy In voineii who 
rliooKC 'not to nnree itioir babies. 

THEHF. jg HO.FROPEB USB Of ES- 
TUOtlENS IN A PaiiX3NANT WOMAN. 



Tlie lowest do«e.Uiat vill control symp- 
loms should be chosen. and medicnUon 
should, be discontinued as promptly as 
possible. 

AdmtnUlralion diiiild be cyclic fc-g., 
3 wecics on and I week olT) . 

-Altemiita ia discontinue or Uiiicr nicdl- 
d be made at 3 (o C mnniii 



Eslroccns are female hormone^ pro- 
iiarctt by the' ovarlcx<!. Tlic ovaries make 
several diflcrent kinds of cstroccns. In. 
addition, scientists have been ablQ to 
make a variety of syntlicUo estrogens. 
As far as we kiidw, air llieso estrogens 
have simlliar proiiertics and therefore 
mucli tlie same u.'wfutnciis, side elTects. 
nnd liikt. This leaflet Is intended to help 
you uivdcrttand what estrogens are used 
for, the risks involved In their use. and 
Itnw to use them as safely as possible. 

Tills leaflet includes tlie most impor- 
tant Information about estrogens, but 
not all the information. If you want to 
know more, you can ask your doctor or 
pharmacist to let you read tiic package 
inicrt prepared for the doctor. 
. vscs or EstaooEN 

Estrogens are prescribed b,v doctors for 
a number of purposes, including: 

1. To provide estrogen during -a period 
o( adjustment when a woman's ovaries 
no longer produce it, in order to prevent 
certain uncomfortable symptoms of es- 
trogen deficiency. (All women normally 
slop producing estrogens, generally be- 
tween tlie ages of 45 and SS: this i'' called 
the mciiopau^e.i 

2. To prevent s>inptoins of estrogen 
deficiency wlicn a woman's o\'nri(!S have 
iH'cn removed Ruri;]csily brfore'thr nal- 
uriil mciu>iin>i!«. 

3. To prevent pregnancy. iTstrogcns 
arc given along with a progastngcn, an- 
other female hormone: Uicsc combina- 
tions arc railed oral contraceptives or 
birtli conlr<M pill.i. Patient labeling Is 
avai1,ible In women talcing oral contra- 
ceptives and tlicy will' not Ik; discussed 
ill litis leaflet.) ' 

4. To Ircal mliiln rnnrcrp In wntHrn 
ami men. 



Soniedmi 



FEOflAl SICtSTca, V 



I, no. }io— raiOAY, ocTOSEt Jt, i»7« 



In the natural couikc of tlicir lives, ail 
wiimen cvrnliin|Iy experience a dKrcaso 
hi cstrogrn productinn. This usually oc- 
curs between ages 4S and SS but may oc- 
cur earlier or later..' Eomotimes the 
ovaries may need to be removed belore 
natural nicuopauso by an operation, pro- 
ducing a "sorfticdl menopause." 

When Uie amount of estrogen in the 
blood begins to dccreocc. many women 
iiviy develop lyploat sj-iuptonu: RcUngs 
of warmth In tlie face, neclcand chest or 
sudden intense Episodes of heat and 
sweating UitxiughQut tho l^ody (called 
"hot (laches'' or "^ot Hustles"). Thene 
symptoms are sometimes vanr uncom- 
fortable. A few women eventually develop 
clianscii ill the X'agiaa (called "atroi^ic 
vaginitis") which onuso discomfort, es- 
pecially dtuiug and after Interteufse. 

R«trogens can be prescribed to treat 
these «j-mptonis of tlie menopause. It Li 
estimated UMt considerably mora than 
lialf ot all women undergoing the meiio- 
paH!ic havt! only mild symptoms or no 
symptoms at nil and< therefore do .not 
need estrogens. Other women may need 
estrogens lor ft fow months, wlrile their 
bodies' adjust to lower estrogen levels, 
Sometimes llie need will be for periods 
longer ihMi she months. In nh attempt to 
avoid over.«Umulatlon of thf uterus 



ciicaiiy during each month ot use, that 
is three weeks of piUs' fallowed by one 
week without pills. 



n esperlerice nervous 



symptoms or d _ . 

pause. Tliere Is no evidence that estro- 
gens are elTectivo torsudi symptoms and- 
U1R.V should not bo used to- treat them, al- 
though other Ireabnent may be needed. 
• You may have heard that taking es- 
trogens tor long periods (yean) after 
Hie menopause wiu keep your skht soft 
and supple and keep you fedUtg young. 
There It no evidence that this ts.so. how- 
ever, and such tong-tenn treatment car- 
ries important ri«ka. 



If you do not breast feed your baby 
after del|veiy> youi breasts may flU up 
with milk and become painful and en- 
gorged. Tliis. usually begins about 3 to 4 
days after delhrery and inay last for a . 
trw days (t up to » week or more, Somc^ . 
tlinr* I he discomfort is rcvorb, but wu- 
olly It k not and can be controlled by • 
pain relieving, drugit sucli ax'Osiiirin and 
by binding tlie breasts up.tightly.^lra- 
Rcivt.can i)e uivd to ti7 to pravent the 
breasts from fiUing up. While this ti«at- - 
incut is someUmra successful, in many 
rases the lirrasls fill up to some decree - 
in siilic of treatment. The dose of cstro- . 
needed to prevent i>aln and swelling ■ 



s^s 



Case 1 :05-cv-02346-RBW Document 38-14 Filed 1 1 /30/2006 Page 6 of 7 



AUG, 13. 2003 4:43PM ^^^^^^^ . .._ NO. 0105. . P... 13/14 

indUilMuw otvi U)ls mny iitcniiiFC your bolin; <n cint vliMi Knns in the IcR-t nr hdmmarv 

rhMKX-* or clc«cto|»liNt Wood «l<.t« In tue jiclvta. Uicii lircakd off nnd Irnvcls lo Hic Estrocciw have Jmuorlont use* but 

kwf or lunn <«ce. botaiH. Therefore. »l hinRB*. Any ol Uicse tm be fntaJ. u.w Imw wrtom rtata^^ Y^'murt 

in Imnortnnl ttial yon dlwu™ Uie bciio- At Uite (Imo two of cslroBo™ In the at^ae, %-Uh your docU»r whcHirr the 

flis niid Die rbta ol B'tnoKcii tin wlUi mcnoiKitiM! Is not known to cbirc bhcIi rt,,.. „„ acrciitable to yoii In view oi 

your doctor U you hore decided not to blood cIolHnB, but U.ls hiui not bem Sio bc.ielCof trralincu' E^ 

brcOFt {eed your bnby. ttillr studied and Ihcro eoidd stUI ptotc your doctor has prescribed estroccns for . 

TnBi.AH<irii»orwiro«r.»s to be such » rtst « to rccommcnUcd Utat ,,50 m spcctal ewes of cancer ot «ic 

J . iiiEmnnrMuriJA n if you havo liod cJoltlng Itt Ujo IcBs or brflfwt OT urosUite. Tou should not «sc 

I 1. Corner 0/ »u ultrni. If cslroRcns lun«s or n heart altorJt or sUoke while Srtnwe^ If yoii Imw canwr « the 

I' are used In tho no»linenoi«iu««r vertoa you were iwlnit csUroBciu! or birth con- tee^S or utorw flropreBnttXWye im- 

i for more Uian a year, there is an In- trol ulHs. you should not u« eslroecns SlBMOMd iKrmal Melnal ■ McSllnc 

£ creased risk of eKdamefrial caiwer (can- < unleiw Uiey are belnc used to treat can- elottirui in the lees or lungs or have had 

9. cer ofthe uterus). Women toklnecstro- cerof the breast or prostate). If you have a stroke heart atla<* or aunina. or clot- 

I- (ens have roughly S to 10 times as Croat had a stroke or heart atlncfc or It you una In tite Ices or lung* Inthe past while 

I BClHuiee of setUns this cancer ns women have anettia pectoris, estroecns sliould ^od^efUtaunv c^tntgem. 

if kIm lake no estrogens, to irat this «n> be used wlUi great catttkm and only if you can use ostroeens as safely as pos- 

,-. other way. While a pontmenopauittd clearly needed cfor example. If you have siue by understandhic that zour doctor 

^ wonuth not taUiig estrogens has I chance severe sj-mptoms of the nicnoiKiiu«). will require regular ph}'slcal cxamlna- 

';• S* I'"?*?'*'* y*^ "' setting qipeer at ttie larger doses of cstropcn used to tlons while you are taking them and win 

, the ttternt: a woman laklns eslnwens pnireut swelling of the breasts after tiy to diseoiitinue the drvg as soon as 

}. has-ow 10 thancea III 1.000 each yfftr. prrgnaoey hitvo been rcporkd to cau)« povdblc and use the smaltm dose pes- 

,' Fta- this reason «fs fmporfaaMo Ifffre clotMng in the legs and huigs. sible. Bo alert for signs of troiftle m- 

i; esfroffetie only when m* reony H«rf wamiimo asoot mnrHAiic* eluding: 

S «*«•• spsciAi WAWWO AsooT TOecHABcv i. AWioTmal Wcedtag from the TBghw. 

Tlie risk of this eancer is greater. Uie You should not receive estrogen U you ■ 3. Pains hi ihe calves or chest or sud- 

loi«er astrngcns are used and ateo seems are pregnant U this should occur, there den shortness ' ' 



to b« greater when larger doses ara is a greater than usual chance that the blood (indleaUng possible olbts hi the 

Uken. For this reason It it frnportant tt devcloiiing child wlU be bom with a bItUi legs, heart, or longs) . 

V*t the towat iote of e$troeen that viil defect, although Uie irasaiblllty remains 3. Severe headache, dtstxhiess, falnt- 

eoniroi symptoms and (ofaJte'Konry Of fairly small. A female child may have an ness, or changes in vision (indicating 

foRff as M ft neeied. If estrogens are Inereoscd ride of developing cancer of possible dcvelopbig dots in the brain or 

needed for longer periods of time, yonr the vagina or ccr\ix Inter in life (In the . tyci. 

;. doetor wlU want to reevolnnte your need teexis or ttvenUes) . Bvery po.-.<Jble effort 4. Breast lumps (you should ask your 



, , be made to avoid exposure to doctor how u .—....» ,™ _„ 

Women using estrogens should report ctttogens durlns procnancy. It vxjMsure breasts) . . 

any Irregular voitlnal bleeding to their occurs, see your doctor. s. Jaundice (yeUowhig of the skin) . 

"- '>S'!?L'»J['?HJ^.?L"^.T: OTHBi ErrecTs or msocsNs 6. kjentsi depression. 



porttince, but it can be an early W „ 

e* caneer of the uterus. If you liave un- m nddlUon tto the serious known risks , _ , ., , ^ 

I... — — . >....^. — — .,j . . ..... '" dejierlpUoii of the parlicular prod- 



diagnosed taglnal laeedlng, you should ^f estrogens described above.. estrogens <A<Icj< 
not use estrogens until a diagnosis is i»ve tho foUowIng side ellccte and po-. uct.job« 
made end you are certahi there is no lentiol risks: Interesi 



Icntial risks: Interested p 

IVqutco end voiHitlnf. The most XJcceraber 48. 1»7«. submit to ««e Heor- 

- side effect of cstrogHi therapy "ng Cleric. Pood and Drug Administntr 

— »■ .^.....v... Vomiting is less common tlon. Rm. 4-65. 5600 Fishers Lane. Roek- 

such as tumon of the breast. , saeeU on hreaiia Estwimtvi mav ylllo. MDS0852. written comments (pref- 

nn.ar]lTer.wfai>ncln!iiror a __f__ .""". .. .^™7'" "'"11™ "■_? erahlr In mitnUinimta anri Mmilfliul 



cervhr. vagina, or liver. When given for a caW^brewl Undorndw or ei^^^^ ««"'»y "» wIntupHcate and IdenlWcd 

long time. At present there U no good ^d^S^^lsl ttfrte^a^ta to «^ *•«« "»" Hearhig Clerk docket num- 

Prtdence that womenvsing estroseo In 'iqSid. %«« cffcSs ore not donBcraJH^ l»f ^?«<»<' "♦ braekets hi the heading of 

the metVBiMuse luve an bicrenacd risk , cVt^fTn- «.. «»J7,,. r.tr^^^^ *!» document) regardbig the physician 

of such tumors, but there Is no way yet '■ ^J*"? «" '^'« 5'«'"*- Estrogcna may labejinj ,,,<i u^ twtlent labeUiw. Be- 

to be sure tb«y do not: and one study S'^IS^l "''""* """"" "' theutenw ^^^ 'commeiiu may^^rta uTe 

ralws the possiUUty that use of estrogens «• get larger. above offlce during working hours Mon- 

lij Hie menopause may Increase tlie risk , .Sojuo women will have mcnslrtinl day through Frtdoy. 

u .''fS^".L*?S2L,!?r': 5'«"t^''t«'- ^^ K'Si"hiSStlL'^iJ^rmf,^^^^^ ■!*'» «'»t'«« «» «**««> ««"der Hie 1^^ 

14 11 (urtncr reftRon to um CAtraaenii only "■ *"^ piGCdiiii? occur* ou oa^'A you ara .-.i ui^-j »»«»« a«ji rr^m^^%At>. a-* «. 

when°elearirne«led!wr;S; SJ ?»■'"'"«"« ^troRcns yon slSuld «,K.rt JS gsla Sift IMMOM M^^dS 

taUiie celrogens, it I. important timtyou this to your doctor. ?«'OAC 3si 356) ) aid uiiSr SX" 

B» to «wr rfncir., .1 i.«i ™~ . v™, #«, 4. taeeU on Hrer. Women toUng oral j^ d^ated to toe. DbSslwri ^e Bu- 



cancer a benign timior of ilic liver which ran ootioii publis! 
lonnal rupture and biced.bito Uie obtlomen. So ^r June -IS 11 
ir doc- fur. thenn tumors hnve iwt Ijcm rc|iortcd _^,^ -!_, 



f 



or. it you iiavo breast nodules or a!>nonnal rupture and biced.bito Uic abdomen. So of June -is "ins Ml c^H SMasair' ~ 

msmmograms (breast x-«ys). your doc^ fur. thenn tumors hnve Hot Ijcm reported ^ .* ' ' * 

tor may wish to carry out more frequent In women asinn cstriwcos In Uie mono- Dftt«': October 22, 1976. . 

cxaminaUons of your bn-astfi. itmiHc. but you shoiiW report any b*icII- J..R(eit*kD Csonr 

3. aolf bimfrfer dttrnse. Women wlio Ini: or uimsital pain or l/imlcnfxs In the /Mrccfor. Harcoa 0/ Oriifft 

ll.;sa exUoffcn.-; alter mcnop-iune are nmre abdomen to your diwUir liiini«llnU-Iy. , ,. m...*b .„, 

likely to develop gall bladder rtlTOse Women wtUi a iwsl hblory of Jmrndloo M" »«•-'<''"•'»«'«»»-«-'«.••« xnl 

necdbig surgery as women n-ho do not lycllowinu of the skin ami while parts of rooTNOTia 

use ostTOftens. Birth control pills Iiave n the eyes) way kcI Jmiiullro nealn dtiring ' zM. 11. k. wid vif, d. nuUe. " 

similar effoct CKtronen lire. If Uib owiirs. stop ioktaig Bhk o( loMonicirtal (»weinoa» M 

<. .HbHormaf blooit efofffttir. Oral con- estrofiPtvi and sec your doctor, ■•of <»ra]unatcd Bitratciur.' — ■ 



traccpUves iqcroase Uie rWt of blood 5. OMiar eBecit. Eslrocwis may caiv» "'r?"?.,"',?^'^i?*.;"1I"V^""' 

dqlUng to varlmis ports of the body. This excess fluid to be rclnlnrd m the body. J^tT^i^iSi^i^^Ji^'St^ 

can result in aatroke (if Uie clot Is In the Thte may make soma conditions worse. mS„i« wuSST^n* »?S«wSw «aS 

52f!Vl,*.u**!i^ "^^ "'"> •" ' ••"** such as epilepsy, migraine, heart disease, {Uni«.~ ire»T.»l.«« i^^^i^^, 

veiseloftheheftrtl.orapufanonarycm. or kidney disease. aM:ii«4.iieT, tw. 



S^i' 
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IC. T. 4f, M. a. P»e. B. K TrnHOBrnm, Ui» rrmUtftl TnsntnKntCamnATlKnw.'' Jouri vtili the Om ot Orel ContrK»pUv«," Men 

B. I. K»ir«r. V. ItOflriiliw, «. Arthwr, pmrt luuo/ irn)tagy,M:6ia-«a,lsM. enobimt Junmtl of tfcdteliH, »*x*Vl-m, 

8. «. Blown. "BrtnHiRenn »ml BMloiiwlrtal "DhUm, J. O. "IHnHuboemboltom lind l«o. 

RmKir In k lUlUrenMnt Oonnnunltir," Mew . o«(m«:n TDcroiiy," taNeet, a:Bi!0, lOAT. " rr«irer, R. t. nnd S. Van .Dtn M««te, . 

• ni«l<ra< Vmrtial o/ tfcdinoe, 904!l3aa-lM7. nuinekud, c., n. Doc. a UemoKtt. >nd -Eitmeen Um nnd Strokr RJek In Pmtuuina- 

ISTO. D. Oinr, *^ncl(I«nea of CiutllaVMOUlAr Din- pituMI /WonKn," jOnerinit Jaiiriial o/ Kpl' , 

•WelM, H. B., O. n. encfccly Mid O. F. cko Mtd D«Ui ID P»UmU« HoceMni DU dem<ol<vy, >0«:64S-I66. 1>M. / 

AiMttn,1iur«MlngInoldcnce Of endometrial •U»yl«taiieiUol for Cafelnonin of 'Iho ITo»- \ 

CwKWla tb< OnUM Qtau*," m<* <"«<«ihI tate," Ocneer, W:aia-9»a. t»7a. .. . i. „ „ . 

MicnMt 0/ HMIeUM, 9flt:l»»-IMa, »7C "Reyml Collet* *>* OWMrsI PraeUUonora. jDockct Ko. 74IMMI4: DKRI 7IID| 

>Uotbit, A. fc, -H. . ClhMer md D. O. "Orml CoalrwiepMon wirt mtamlMrmlxtlK- 

PiMliMmr, "AdtnoewelnaniK o( 'Welns,*' Slsenie," .TouriMi c/ <h« Jloyal ColMf* o, 

Wea CflfloMd JoMraoI e/ V<d<eliiff, Mt:t78- Oincrit FnctUlonm, IS:a(n-aTO. IM7. _ 

WLlOTt. Jl!"'?K,0yV^,2:?^'S'SJ.2^''r^ AnwrKled EMtMlIon »nd Notice of Oppor- 

«ar«inw.ld.F,J.B«l8W.P.I«M«..«tidW. «2*;iS?.i'™£S™iJS2,^2^^ifSS: lunttyforHMrinoonFropoMlToWth. 

nunuU, -Vuglma Cuoew Mt« italtrBU 5«^"f.^"'^J2XS?S^ ^^^lUS *«« Approval pINaw Dn««H>ne«Uoo. 

SMiwM Jsi^i '?»«^Mn^9^ x»iie«i^oMri<<ii.3:i«3-iM,iM*. Tile Food and Dcur AdmlnlctraUon 

i;^i«t« jcunua o/ w«di«fi«, »».3»m»>. ^veogr. M. P. and B. D^^""*"^"'" published a notice <qESr 7»i« m the 

facntrol. A FaUow-ap or nit P«r»e>ni ExpoMd „_ . jjl ^ topical sntllungu drUB prodi 

ta ttitrosau la Ol«») and Dora iMt-IMe." navimiL p B. A T Mul F O Arllwu.' tive for the prophylaxis lUd 

Mar. «Kle Pfoeeedlxa*. «!7<ii-m 1.73. ^ ^Z^^^';:J^H\^a^-'^^i^. SjikteafootTflie product. «w no lon«er 

.... . _ _ »_.,_ .. ^,. marketed. Because ot the history of toxic 

effects associated with the drugs, this 

■ 'studv or no'lee proposes to withdraw their 

B. souily. "vkt meeu at Loeol ProB«Mro»» tlon snd liiore««i Risk ol corebrM lacimmte .he«tlng may do «o on or beTore Novem- 

on fltUlM<ilnl-.Asso«lated Vaeliml Adenoels,- or Tbrom^o*!*,'' Wcw CMand /OHraot o/ bcr9»,lS10. 

itvMriuK Joutnetvi OtuUlrtn cad 0|rn-. jrcdtefnc, ies:*7l-a78, 107*. , i.At(er«IPowdar (in]A7-«ai), 

«*ai».jj»:«w-<te,(»7«. ..''s^'r**^?'"''* s:s:!?„'°.iJ,'''eSi22US ». Aii«;oi oi„tJi„t <1.da 7-«t..j. o,,. 

"HeMist, A.. D. Po(ikanr«r. &.HobliM. L. ««»*•■" ^g"^ w Wuni/^Ji^r^lSSl correcUf IMed m 7-aiS W the' jwlke of 




idy, U. Foley, and W. '?'»'*"*'*• *' 
OlaRiKHls of V0jliuil •*■•'""'• , . 

Sii 4522f?^Mr ••* '<»«"«««. ara«i-»<». M 



•'Stan. A- R. MatUf«ly, U. Folej ,,,,„_ ,,„. 

. ~ .. - ,,—_., «».. ..... ^ v»M«y. M. Thoroeood. The Director ot the Bureau ot Drugs 

i».:ui.'tfl74 ' aiio «■ woii. "Mjooardiil lotMction In has reevaluated these pteparaUoiu on 

."!l;StJ^*VT_M.r«-«u..A.Bcn,n.v. I«»'«.!^??^»..!l"lL*^l*.!„'?SfjrJ?,.^ thebaslsonntormaUonregardlngneoro- 

toxle ellects reported In the new drug 

■MinMn'wiL'wv.P.V€«iw,i>.W«ii»«r- appWcaUon, medical JIteratuie, and a 

> rtirM, w. ^W;-J;J"- i:^Sii.b«mWio clinical rtudy conducUd ta 1«3 ot the 

e and UM BI«rakM coiitoot of Oral Weshlncton University Schod of Utdi- 

QonbraoepUTck," UrttCh Mrdfral immaX. eine. He has concluded that.Ufe dangei 

— -. — ---". — - - ... i, , 8:90!i-ao». 1070, ^ ot icverti neurotoxic reactions assodotr" 

M Preenancy T«ts and OonRcnSM Mai- ■ •- .. « - ...-.v _ .. 



i" mtm*. «I«:W. M 



togctlier vlth .the potentiia tor their 



^o, misuse, nnd the availablUly ot eilecttve 
' nltemallve drilgs. crctOcs an untavondile 



"Lory, K. P., A. Coluai. and F. a Fruscr. r. itadbt. "Throrobwli wlttt Unr-EnlroEtn 

"Honnone Ttealment During Pieeaancy and oral ConlnvwpUm," Amcrirait JoHmal of 

OongenIM H«»t pofcet*" ^«l, IsSlI, ^,»lolo«. lM:l47-aos. H7B. Sl^'^S"." «f "^fcS" ITZ^Ar^^SSl 

imX •Vissey, M. P.. ti. Don. A. 8. Faubolrn. balsncc of risk to beneflt. aod U»t 

•Nora.J.audA.Noni."Bli-u»Dff«eUa.«l and O. Qlober. "ivai^pcraUK Tiwomlio- nwu-JteUng of the drugs Is nt|t JttsHtted. 

Oral oViiiraccpUwii,'' tAMfi, 1:941-040. tmlKiliiini ami Hic U»e of tbo 0«l Conim- Tlicrctoro, notice Is given U> the Iiolder 

1073. eoptWcs." Or«Mk Utdlcal Jmtftat, »il8»- ^j o,^ „g^ j^Ug appUcatlons and to SJI • 

••Janrrlch. D. T, J. U. riper, and D. M. '«£■'?]"• „ „ „,. „ _ k»,.„,i -Anj Other Interested persons thai the Dlrec- 

Olrhailii,. "Oral conun«epMTW and cou- " JJ^^'^J? .Jh, ^ VumiTiitt tor Of Uw Bureau Of DrwM proposes to 

etnltal Umb-Bodii^lM WjhrtC Kjw f«£- SSS^^SJ^ VSS«b« bJSSSt •SJJjTSi touo an order under scclton. 60S«e) ol 

r«»d/oifra.i»/if«wae.a«i:Hn.MO.Mrw ,^2?»^ ISJJ?JS»* SSStS^^ orKIirt" the Federal FV)od. Drug, and 0(i.n»cllc Act 

"""*' "'^''I'^'j'-'".,'" '"*• „ ,., „ "noKiincrn. U. M. B. Aruwlronu and IL proTBl Of the new drug appltcatlons pro* 

"'*"'™-,5^V''^??'^il"'=.T.'» iiZt »l«fc' :•«»'«•">'»' Wwcllou and E.tropen Jwing tor the drug prodUcU listed above 

B«nini "Stnlrally Ooiilltnvd Call HMd- xhrmpy 1« IHwImroopalisal Women." New , - - • . - 

m Tliromlwmliollnji and gn^iii,^ Jmimrt o/ «f«llrtH«, a91:l2r*-tafi0, ' 



^;^?ir;-SSSSri,i«n1i IXZlY.JSSTSS^^l.'^'^^l^^. «,dnllamcndmenu^d«appl««.nu 
p<»t-urne- J,.,^ " Htcrclo on tho ground that n< 



inuxal "<<»«<« ■"iSrCJ-",*".',™ ''■''"""* '""coroiiiity J»riit? rrojBut llMoanili orwip. of eUnlcAl CX|>Grlcnce, not .oMitalliad ii 

"'•t^JJ^tTk^Zit Tiu. n.Hi ?"''^Srr\?iM':;'';kc:JSlr«o'm«^«i; "« «<npll«n«on» or «ot available to the 

... s}:S•o^ 'M««?S2ii'*i^Jr-.^t' ".:«! !;'^;,i:r ZmV"«IJ'T""" ^"^«« »^J^^^^ l<^,le...lD.n,«AU.nlnU.tratloliunlll after 

liirwii Cancer." ».vii« »;a)?iiiiiii Jimmal vf, .^«,yK«((on.St4:in«3-l3U, mil. ihc npplirnUniis were approved, evahi- 

M«(M«r. ao»:40l-«B. lovd. "Ua^in. i.. V. iWu, U. '>«>i<r-iein. and ^^^ tORCllKir *!llh the evidence available ■ . 

■ no-ton OnllnlioraMrt Drn,- toirvclHiuirn R.W. Kinn, *T«MilWe Avwelfttlon between *rr.,7^„" „„„ ' J-^^ • 

l>n«rnai. "Oral fJonlrawpHwi and Vnww Uenlfiii Iln»lrt'»K"» and Oral ConlrarrpUve.," wlicn llie appucauons «-cre approvcn, re- 

•n.i^«>hn»»hniia DWmM), 8iin;ir«iiy cnn- ^rfiiinit. aiiiM-MB. te73. reals tliat the dnigs are not sliown to IM - 

Dladdn Di«ca>e. and nre»»t « Mays. B.T., W.M. cbrUluphewMi. M*l. j, .„. y^ ^n^j, ^^ conditions of pse 

"--•'" ■"" "-- -"- " " """'— ^"-"'^SS^JJvl Cn thc^h of Which the appilcaUor* 

I Primary vera approved, 

if t!ii'urttoii;"'ii«r,"^a;!iin.Mi>. MoJiaUe TimuiiN" JO"™*' "/ 2; -12,?*"" In oddlllou to Uw holdeii o( »ion«w- 
jifcdirai Awoe(«<to«." JWiTW-Tea. 1670. «,piications ipeclfloaUy named 

«l^Ji*'S±h°<S?«".?SiSS^^^^ Ba'awrnSm W*-i5i^^"i2i^i^ -hove. thU notice of opportunity lor 



Tumor*," taacTl t; 13ai)-1404. 1078. Mahr. and H.O^ Wmianvi, _-Uep«M« Chat 



n<il««t<al BoiMaroh Oroup. -Carcinoma of Bantoa. 
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